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SUMMARY

Introduction In the Republic of Serbia, pregabalin was marketed for the first time in 2006. Although
the abuse of pregabalin has not been a common topic in the literature so far, it is often seen in everyday
practice. Also, it seems that it is more common among addicts.

Case outline We report on a 41-year-old male patient who has a long history of multiple substance abuse
and is currently undergoing buprenorphine substitution therapy. He began using pregabalin because it
caused euphoria and elevated mood, in daily doses which varies between 1050-2100 mg. The highest
daily dose was 4200 mg. At the time he was admitted to the hospital for pregabalin detoxification, he
met the general criteria for addiction syndrome. On admission, the patient was tense, anxious, irritable,
drenched in sweat, and had insomnia. With an adequate dose of buprenorphine, the patient continued
to complain about the reduction of the pregabalin dose and insisted on adjusting the dose. Shortly, he
was discharged from hospital at his personal request. After a month, during the check-up examination,
he was diagnosed with a relapse of pregabalin use. He was readmitted to the hospital for detoxification
treatment, the pregabalin dose was gradually reduced by 100 mg per week. After that the patient went
to therapeutic community to continue treatment.

Conclusion This case indicates that practitioners have to be cautious when prescribing pregabalin to
people prone to addiction. Further research is needed to identify risk factors for the development of pre-
gabalin abuse syndrome, as well as to create clear guidelines for the treatment of abstinence syndrome.
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INTRODUCTION

Pregabalin is an analog of gamma-amino bu-
tyric acid (GABA), and its effect is achieved
by binding to an auxiliary subunit (62-g pro-
tein) of voltage-dependent calcium channels
in the central nervous system [1]. There are
several therapeutic indications for the use of
pregabalin. In Serbia, it is used in the treatment
of neuropathic pain, and epilepsy, as well as
for treating generalized anxiety disorder [2].
Depending on the indication, the daily dose
of pregabalin ranges from 150 to 600 mg. In
the Republic of Serbia, it was first marketed in
2006. Although so far abuse and dependence
on pregabalin have not been common topics in
the available literature, it can be said that doc-
tors often come across these cases in everyday
practice. This has been noted both in Serbia
and other countries [3, 4, 5]. Also, it seems that
it is more common among addicts [6]. A study
conducted in Serbia processed the results of
toxicological and chemical analyses of blood
and urine in postmortem cases in 2019, which
recorded the potential risks of pregabalin abuse
that can lead to addiction and severe poison-
ing with a fatal outcome [7]. For this reason,
in some countries, a special warning has been
added to the prescription of the drug, to in-
crease caution when prescribing pregabalin to
persons with a history of substance abuse [8].
The case report stresses out the importance of
special caution when prescribing pregabalin.

This study was approved by the local eth-
ics committee according to the Declaration of
Helsinki.

CASE REPORT

We present a 41-year-old male patient who has
been treated several times because of mental
disorder due to psychoactive substances at
the Clinic of Psychiatry, University Clinical
Center of Vojvodina in Novi Sad. He is an un-
employed construction technician, divorced,
and has three children. Family history of men-
tal disorders as well as his history of somatic
illnesses is negative. As a patient with a long
history of multiple substance abuse, he started
abusing diazepam and tramadol during seventh
grade of elementary school. When he was in
high school his parents divorced, and he started
consuming other substances such as tetrahy-
drocannabinol (THC), cocaine, stimulants, and
finally heroin, which he used intranasally. At
the age of 28, he went to the therapeutic com-
munity for detoxification treatment, where he
stayed for a year. After leaving the therapeutic
community, and after a short period of absti-
nence, he started using psychoactive substances
again. In 2017, he consumed mostly opiates
(buprenorphine 16-24 mg per day), which he
procured illegally. In September 2018, he went
to an outpatient psychiatrist when, in addition
to the diagnosis of opiate addiction, he was
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diagnosed with generalized anxiety disorder and a mild
depressive episode. Diagnoses were established accord-
ing to the criteria of the International Classification of
Diseases 10 Version (ICD-10) (F11.2, F41.1, F32.0) and
antidepressants and pregabalin were introduced into the
therapy [9]. In November of the same year, he was hospi-
talized for the first time at the Psychiatric Clinic to receive
buprenorphine substitution therapy. The hospital discharge
list included: Buprenorphine 10 mg, escitalopram 20 mg,
pregabalin 150 mg, mirtazapine 15 mg. After leaving the
hospital, he was non-compliant when it came to therapy
and check-in examinations. The fact that he was unstable
in the buprenorphine program, he was admitted to the
hospital for the second time in December 2019. During
the second hospitalization, buprenorphine therapy was re-
introduced. This time, the hospital discharge list included:
buprenorphine 16 mg, escitalopram 20 mg, and mirtazap-
ine 15 mg. Shortly after leaving the hospital, following the
recommendation of a friend, he started abusing pregabalin
in the initial dose of 1575 mg. Side-effects after the ini-
tial dose manifested in the form of imbalance, dizziness,
headache, and inarticulate movements. Because of this, he
reduced the dose of pregabalin to 1050 mg, and sporadi-
cally took the stated dose with buprenorphine therapy on
his own. The mentioned side effects did not occur during
the next use. Pregabalin initially caused euphoria and el-
evated mood, and he described that the effects are similar
to amphetamine (e.g., increased wakefulness, increased
muscle strength). With pregabalin, he got the impression
of an improved effect of buprenorphine therapy. Also, after
the euphoria, it was easier for the patient to fall asleep and
sleep peacefully for several hours. Occasional use of pre-
gabalin gradually intensified and became more frequent,
until the moment when the patient started using prega-
balin every day for one year. Pregabalin was consumed
orally, in the morning and the evening. Depending on
the financial resources, the daily doses ranged from 1050
mg to 2100 mg. The highest daily dose consumed by the
patient was 4200 mg divided into two doses (one in the
morning and one in the evening). After a year, he came
to see a psychiatrist wishing to start a pregabalin detoxi-
fication therapy. By that time, the patient had largely lost
control of his pregabalin intake. On several occasions, he
tried unsuccessfully to reduce the dose and stop using pre-
gabalin. At that time the patient already met the general
criteria for addiction syndrome according to the ICD-10
and showcased a strong desire to take the substance, had
low self-control, demonstrated evidence of tolerance and
physiological abstinence syndrome, and continued using
the substance despite clear facts about undeniable harmful
consequences [9]. Due to the impossibility of establishing
abstinence in external conditions, the patient was hospital-
ized at the Psychiatric Clinic for the third time. Before the
hospitalization, the patient took pregabalin at a daily dose
of 2100 mg. Buprenorphine was taken for the last time a
day prior to admission. Upon admission, the patient was
tense, anxious, irritable, suffering from insomnia, and ex-
cessive sweating. According to the prescription, the maxi-
mum recommended daily dose of pregabalin is 600 mg, as
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well as valproate (750 mg), anxiolytic (diazepam 40 mg),
and hypnotic therapy (midazolam 15 mg) to alleviate the
symptoms of withdrawal syndrome. The laboratory analy-
sis of sampled blood showed that there were no significant
deviations from the reference values. Discontinuation of
pregabalin therapy has been initiated. The patient was
stable on the adequate dose of buprenorphine. However,
the patient complained about the reduction of the pregaba-
lin dose and still insisted on the pregabalin dose increase.
In those moments, abstinence symptoms in the form of
anxiety, irritability, tremor, and psychomotor restlessness
were observed. There was a partial reduction of withdrawal
symptoms during the 11 days of hospitalization with the
contribution of the following therapy: diazepam 40 mg,
pregabalin 300 mg, midazolam 15 mg, sertraline 100 mg,
and valproate 1500 mg. On day 11 of hospitalization, the
patient insisted on being discharged from the hospital. As
there were no indications for hospitalization against his
will, he was discharged. After a month, he appeared at
the scheduled check-up. He was in good general condi-
tion, and stable on buprenorphine substitution therapy.
However, he demonstrated low self-control and a strong
craving for taking pregabalin and continued taking it de-
spite the clear facts about the undeniable harmful con-
sequences. One week before the control examination, he
started abusing pregabalin again at a dose of 1200 mg per
day. Excluding buprenorphine, the urine test tested nega-
tive for the presence of other psychoactive substances. The
fourth hospitalization was initiated during which pregaba-
lin (dose reduced by 100 mg per week) was discontinued.
The patient was hospitalized for 45 days, during which the
symptoms of abstinence syndrome were reduced, the day-
night rhythm was established, and symptoms and signs
of anxiety were reduced, with full insight and motivation
for maintaining abstinence. The process of detoxification
passed without major complications. The patient struggled
with maintaining abstinence in the external environment
which is why he continued his treatment in the therapeutic
community, where, he spent the next four months. He is
going to regular check-ups to this day.

DISCUSSION

In the case of our patient, the observed symptoms and
signs of withdrawal syndrome are similar to those caused
by the benzodiazepines (BZDs) and opiates. However, it
is interesting to note that while being stable on buprenor-
phine substitution (i.e., using the drug in a prescribed
manner), the patient did not feel the urge and abuse other
substances, but still resorted to pregabalin. Even though
pregabalin is most often used for the treatment of epilepsy
and neuropathic pain, it is increasingly prescribed for the
treatment of generalized anxiety disorder. One gets the
impression that neither the doctors who prescribe this
medicine nor the patients are fully aware of the risk of ad-
diction that pregabalin carries. In Serbia and many other
countries, there are no official guidelines for the treatment
of pregabalin addiction and abstinence syndrome caused
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by pregabalin cessation. The National Health Service in the
United Kingdom has issued a detailed instruction, i.e., a
scheme for reducing the dose of pregabalin when treating
non-cancerous pain in primary health care [10]. Therefore,
we were using BZDs and mood stabilizers in treating
symptoms of the abstinence syndrome. As identified in
other similar case reports, our patient also had medical
history related to a behavioral disorder caused by substance
use (THC, BZD, opiates) [8, 11, 12, 13]. According to the
prescription, it is not recommended to combine BZD and
pregabalin therapy. For this reason, we should bear in mind
the importance of accurately informing patients about the
potential risk of addiction when prescribing pregabalin,
especially in the case of addicts. Although there are stud-
ies that indicate the risk of abuse and addiction, mental
and behavioral disorders due to the use of pregabalin did
not yet get the public attention they deserve [14, 15, 16].
Regarding the mechanism of pregabalin abuse at the bio-
logical level, research results are still heterogeneous and
inconsistent but in the majority of cases they are in favor of
pregabalin modulatory effects on the GABA and glutamate
systems. One of the studies conducted on mice, investi-
gating potential glutamatergic mechanisms, explored the
involvement of glutamate in pregabalin-seeking behavior
by using ceftriaxone, a potent glutamate transporter-1 up
regulator. Mice that received doses of 60 and 90 mg/kg
of pregabalin demonstrated drug-seeking-like behavior,
which was effectively suppressed when they were pre-
treated with ceftriaxone [17]. The findings indicate that
ceftriaxone effectively modulated the pregabalin-induced
conditioned place preference, highlighting its potential as
a promising candidate for developing treatments aimed
at addressing pregabalin abuse. In line with this, another
study states that pregabalin has the ability to influence the
GABA and glutamate systems, which suggests the possibil-
ity of its potential for misuse, as well as an explanation for
the development of withdrawal syndrome [18]. As we men-
tioned before and due to the fact that pregabalin’s effect
is achieved by binding to an 62-x protein of voltage-gate
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calcium channels, studies have shown that pregabalin and
similar substances effectively inhibit the release of synaptic
transmitters, particularly glutamate and norepinephrine,
which are responsible for excitatory signals. They also in-
duce a moderate increase in extracellular GABA levels in
the brain, in a dose-dependent manner, resulting in mild
GABA-mimetic effects such as relaxation and euphoria.
These effects are commonly experienced at the start of
drug therapy and after the use of higher-than-recommend-
ed doses [15]. Also, the authors of another study aimed
to investigate the potential role of dopamine receptor-1
in the development of pregabalin-induced conditioned
place preference [19]. Mice were assigned randomly to re-
ceive either saline or the dopamine-1 receptor antagonist
SKF-83566. Among the group treated with pregabalin, a
significant increase in the duration spent in the chamber
associated with the drug was observed compared to the
time spent in the chamber associated with the vehicle.
Importantly, the administration of SKF-83566, which
blocks dopamine-1 receptors, completely abolished the
place preference induced by pregabalin, indicating the
involvement of the dopaminergic system in pregabalin-
induced reward-related behavior.

This case report stresses the importance of special cau-
tion when prescribing pregabalin. It indicates precaution-
ary measures to keep in mind when prescribing pregabalin
to individuals prone to substance abuse or dependence.
It is clear that these individuals stood out as a vulnerable
group, but further research is needed to identity risk fac-
tors for the development of pregabalin abuse and depen-
dence. As in our case, the most probable reason for the
abuse of pregabalin lies in its euphoric effects. The effects
of pregabalin when administered correctly are not ques-
tioned. Lastly, clear guidelines are needed for the treatment
of abuse and abstinence syndrome in pregabalin addiction,
which seems to have pandemic potential according to our
experience.
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3noynotpeba U noteHumjan nperabanunHa ga CTBOPU 3aBUCHOCT

[paraHa PatkoBuh, Bnagumup Knexesuh, AnekcaHgpa Auukos, Mawa Yomuh, Mpeppar Casuh

YHusep3uteT y Hoom Capy, MeguumHcku daxyntet Hosw Cag, Hosu Cag, Cpbuja;
YHUBEP3MTETCKM KNNHNYKN LeHTap BojBognHe, KnuHiika 3a ncuxujatpujy, Hosu Cag, Cpbuja

CAMXETAK

YBopa Ha Teputopuju Penybnnke Cpbuje nperabanuH je npeu
nyT cTaB/beH y npomet 2006. roanHe. Mlako ao caga 3noynorpe-
6a nperabanviHa Huje 6yna YecTa Tema y nMTepaTypy, iekapu je
4ecTo Mory BUAETH y CBaKOAHEBHOj Npakcu. Takohe, YnHu ce aa
je oHa vewhe 3acTynsbeHa mehy ocobama Koje Cy 3aBUCHULW.
Mpuka3s 6onecHuKa Mprikasyjemo 41-roguiitber 6onecHnKa
MYLLKOF MONa, Koju Ma Ayry UCTOPWjy BULLECTPYKe 3710ynoTpe-
6e cyncTaHuy 1 KOjU je TPEHYTHO NOABPFHYT CYNCTUTYLIOHO]
Tepanuju 6ynpeHoppuHom. MperabanunH nounbe fa 310yno-
TpebrbaBa 360r edpekTa eydpopuje 1 NOBULLEHOT PacMosoXKe-
Hba 1 TO y NpoceYyHoj AHeBHOj Ao3mn 1050-2100 mg. Hajsuwa
[HEeBHa [103a Kojy je KoH3ymupao 6una je 4200 mg. Y MOMeHTY
Kafa je npym/beH y 60NHNLY paaw AeTOKCUKaLyje NCrnyHaBao
je onwiTe KpTepujyme 3a CMHAPOM 3aBUCHOCTW. [Tpu npujemy
je 6110 HaneT, y3HeMMpPeH, pa3fpax/bliB, aHKCMO3aH, 061BeH
3HOjeM, MMao je HecaHuuy. [1o opanHupary afjekBaTHe fo3e

DOI: https://doi.org/10.2298/SARH220921070R

6ynpeHopdUHa, *Kanuo ce 360r cMarbera fo3e nperabanuHa,
Te je MHCUCTMPAO Ha HeHOj KopeKumju. OTYLUTEH je Ha IMYHK
3axTeB. Ha KOHTPONHOM Nperneay nocse Mecel, faHa AujarHo-
CTUKOBaH je peLnanB 3noyrnotpebe nperabanvHa. lMoHoBo je
NpYM/bEH Y 60MTHMLYY pafiu AETOKCMKALMOHOT TpeTMaHa. [loza
nperabanvHa je nocteneHo cMawyBaHa, 100 mg HefesbHO.
Mocne Tora je 6onecHuk ynyheH y Tepanujcky 3ajegHuuy aa
611 HacTaBKO neverbe.

3aksyuak OBaj Cslyyaj yKasyje Ha Mepe onpesa Koje iekapu
Tpeba Aa vMajy NpuIMKom nponucmBatba nperabanvHa oco-
6ama CKknoH1M pa3Bojy 3aBuUCcHOCTY. [oTpebHa cy Aarba ncrpa-
XKUBama pagun naeHTMdUKoBama dakTopa pusmnkKa 3a pas3soj
3noynoTpebe nperabanuHa, Kao 1 jacHe CMepHMLIe 3a TPeTMaH
ancTVHEHLMjanHOT CUHAPOMA.

KJ'by‘lHe peun: npera6anMH; 3aBUCHOCT; 3noyn0Tpe6a; anctu-
HeHU,I/IjaJ'IHI/I CMHAPOM

Srp Arh Celok Lek. 2023 Sep-Oct;151(9-10):609-612



